. Schematic of all JAG1 variants found in our single-center study. Variant types are color-coded and the number of probands with each mutation type is indicated. Circle size and height is in proportion to the number of probands with that mutation. Concentric circles indicate different variants that occur at the same locus. Concentric circles of different colors indicate different mutation types that occur at the same locus. Dashed lines within the protein indicate exon boundaries and numbers indicate amino acid coordinates. Protein domains include: signal peptide (lavender), DSL domain (salmon), EGF-like repeats (blue), cysteine-rich domain (yellow), and transmembrane domain (purple). RefSeq NM_000214.2. Images were prepared using ProteinPaint software from Saint Jude Children's Research Hospital-Pediatric Cancer Data Portal (Zhou et. al., 2016).
Supporting Information
. Incidence of JAG1 mutation types found in our singlecenter study. Protein-truncating variants are shown in blue color tones and include: frameshift (n=111), nonsense (n=51), splice site (n=36), gross deletion (n=39), stop gain (n=13), and start loss (n=1). Non-protein-truncating variants are shown in pink color tones and include: missense (n=38), in-frame deletion (n=3), gross duplication (n=2), translocation (n=2), and inversion (n=1). Figure S3 . Missense variants are overrepresented in the first 6 exons of JAG1 in our single-center study. (a) Missense variants from our study are plotted along a protein schematic of JAG1. Circle size and height is proportional to the number of probands with each variant. Concentric circles indicate different variants that occur at the same locus. Dashed lines within the protein indicate exon boundaries and numbers indicate amino acid coordinates. (b) The distance in nucleotides was measured between missense variants within exons 1-6 and exons 7-26. Statistical significance (P = 0.0002) was calculated using an unpaired, two-tailed t-test. RefSeq NM_000214.2. Protein schematic was prepared using ProteinPaint software from Saint Jude Children's Research Hospital-Pediatric Cancer Data Portal (Zhou et. al., 2016) . Figure S4 . Schematic of all NOTCH2 variants found in our singlecenter study. Well-established in vitro or in vivo functional study is supportive of a damaging effect on the gene/gene product PS4

The prevalence of the variant in affected individuals is significantly increased compared with the prevalence in controls (seen in multiple probands) Moderate PM1 Located in a mutational hot spot and/or critical or well-established functional domain PM2 Absent from controls (gnomAD) PM5 Novel missense change at an amino acid residue where a different missense change determined to be pathogenic has previously been seen PM6 Assumed de novo without confirmation of paternity or maternity Supporting PP1
Co-segregation with disease in multiple affected family members in a gene definitively known to cause the disease PP3
Multiple lines of computational evidence support a deleterious effect on the gene or gene product
Evidence for Benign Impact
Strong BS1 Allele frequency is greater than expected for disorder BS4
Lack of segregation in affected family members
